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DETAILED ACTION 

1 . Applicant's amendments in the reply filed on 2/1 7/2009 is acknowledged and 
entered into the record. 

2. Accordingly, Claims 1 , 5, 9, 12, 53, 54, 60 and 61 are pending and will be 
examined on the merits. 

New Grounds of Rejection 
Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

4. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

5. Claims 1, 5, 9, 12, 53, 54, 60 and 61 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Varner et al. (US Patent #731 1 91 1 ) in view of Li et al. (US 
PgPub 20040048312). 

6. The Claims are drawn to a method comprising administering to a mammal with 
breast caner as adjuvant therapy an agent effective in blocking the interaction of alpha 5 
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beta 1 with fibronectin. The method comprises disrupting survival signaling from a bone 
marrow microenvironment to single breast cancer cells or breast cancer cell 
micrometastases, inhibiting cellular proliferation or inducing cell death or cellular 
differentiation of single breast cancer cells or breast cancer cell micrometastases, and 
sensitizing to or potentiating chemotherapy or radiation therapy in mammals undergoing 
treatment for breast cancer. 

7. Varner et al. teach a method comprising contacting alpha 5 beta 1 with an agent 
that interferes with specific binding of the alpha 5 beta 1 integrin to its ligand, fibronectin 
(see Abstract). Varner et al. disclose in vivo methods of administering said agent to an 
individual suffering from breast cancer (see Abstract and Claim 62). Varner et al. 
disclose the agent that interferes with the binding of alpha 5 beta 1 with fibronectin can 
be a peptide (see Claim 13), an integrin antibody (see Claim 15), a nonpeptide organic 
molecule (see Claim 16), or an agent linked to a chemotherapeutic drug (see Claim 20). 
Varner et al. teach the active steps of Claim 1 and 12 and therefore would inherently 
disrupt survival signaling, inhibit cell proliferation, induce cell death or differentiation, 
and sensitize the cells to chemotherapy or radiation therapy when said agent is 
administered to a human suffering from breast cancer. In addition, Varner et al. 
disclose that administration to a subject can either be over a relatively short period or 
time or can be over a more prolonged period of time. Varner et al. states one of skill in 
the art would know what treatment protocol to execute based on an individuals' factors 
including age, general health, route of administration, and number of treatments to 
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achieve the most effective therapy. Varner et al. does not specifically disclose an 
adjuvant therapy. This deficiency is made up for by Li et al. 

8. Li et al. teach the use of an antibody which binds to an integrin to inhibit growth 
of a cancer cells. Li et al. disclose the anti-integrin antibody "can be employed as 
adjuvant therapy at the time of the surgical removal of a cancer expressing the antigen 
in order to delay the development of metastasis" (see paragraph [0136]). 

9. It would have been prima facie obvious to one of ordinary in the art at the time 
the claimed invention was made to have administered the agent taught by Varner et al. 
as adjuvant therapy as taught by Li et al.. Based on the teachings of Varner et al that 
administration to a subject can either be over a relatively short period or time or can be 
over a more prolonged period of time and the teachings of Li et al. that anti-integrin 
antibodies which inhibit tumor growth can be used as adjuvant therapy, one of skill in 
the art would have been motivated with a reasonable expectation of success to 
administer the anti-alpha-5-beta-3 integrin antibody as adjuvant therapy to prevent 
metastasis. 

Response to Arguments 

1 0. Applicants argue the amended claims comprising a method of administering an 
agent effective in blocking the interaction of alpha 5 beta 1 with fibronectin as " adjuvant " 
therapy is novel over the prior art. Applicants argue "this amendment clarifies the timing 
of administration of the agent of the invention to an adjuvant setting and, in so doing, 
defines the patient population to be treated as breast cancer patients who have 
received previous treatment to eliminate detectable disease. Such patients have no 
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detectable disease, but are treated with adjuvant therapy to prevent relapse of disease". 
These arguments have been carefully considered but not found persuasive. Based on 
the teachings of Varner et al. that different therapeutic protocols can be used to achieve 
the most effective treatment regime, including the timing and number of treatments, one 
of ordinary skill in the art would have been motivated to perform the method taught by 
Varner et al. as adjuvant therapy to prevent re-occurrence of disease. 



Conclusion 

11. Claims 1, 5, 9, 12, 53, 54, 60 and 61 are rejected. 

12. No Claim is allowed. 

13. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See M PEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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14. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MEERA NATARAJAN whose telephone number is 
(571)270-3058. The examiner can normally be reached on Monday-Thursday, 9:30AM- 
7:00PM, ALT. Friday. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MN 

/Larry R. Helms/ 

Supervisory Patent Examiner, Art Unit 1643 



